United States Patent and Trademark Office 



UNITED STATES DEPARTMENT OF COMiMERCE 
United States Patent and Trademark OfTice 
Address: COMMISSIONER FOR PATENTS 
P.O. Box 1 450 

Alejsandria. Vbginb 22313-1450 
www.uspto.gov 



APPLICATION NO. 



FILING DATE 



FIRST NAMED INVENTOR 



ATTORNEY DOCICET NO. 



CONFIRMATION NO. 



09/975,350 



10/11/2001 



Martin J. Jacobs 



7590 



Ol/i 1/2005 



Robert T. Hrubiec 
Cephalon, Inc. 
145 Brandywine Parkway 
Westchester, PA 19380 



CP2I5 



9510 



EXAMINER 



FUBARA. BLESSING M 



ART UNIT 



PAPER NUMBER 



1615 

DATE MAILED: OI/n/2005 



Please find below and/or attached an Office communication concerning this application or proceeding. 



PTO-90C (Rev. 10/03) 



Office Action SummBrv 


Application No. 

09/975,350 


Appllcant(s) 

JACOBS ET AL 


Examiner 

Blessing IVI. Fubara 


Art Unit 

1615 





- The MAILING DA TE of this communication appears on the cover sheet with the correspondence address - 
Period for Reply 
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DETAILED ACTION 

Examiner acknowledges receipt of petition to revive application filed 1 1/17/03, which 
petition was granted 12/03/03. Examiner further acknowledges receipt of amendment, remarks 
and request for continued examination filed 1 1/17/03; and status letter filed 1 1/29/04. The 
amendment filed 1 1/17/03 is considered as per applicants' request and claims 1-58 are pending. 

Claim Rejections - 35 USC § 112 
NEW MATTER 

1. The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

2. Claims 55-57 rejected under 35 U.S.C. 1 12, first paragraph, as failing to comply with the 
written description requirement. The claim(s) contains subject matter, which was not described 
in the specification in such a way as to reasonably convey to one skilled in the relevant art that 
the inventor(s), at the time the application was filed, had possession of the claimed invention. 

Regarding claims 55-57 reciting "modafinil compound is the levorotatory form of 
modafinil," it is respectfiiUy noted that paragraph [0026] of the published application states that 
"as used herein "a modafinil compound" or "modafinil compoimd" and the like, refers to 
modafinil, its racemic mixtures, individual isomers, acid addition sahs, such as a metabolic acid 
of modafinil, benzhydrylsulfinylacetic acids, and its sulfone forms, hydroxylated forms, 
polymorphic forms, analogs, derivatives, cogeners and prodrugs thereof Prodrugs are known in 
the art as compounds that are converted to the active agent (a modafinil compound) in the body 
of a subject. In certain preferred embodiments, the modafinil compound is modafinil." 
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Modafinil compound is not referred to as the levorotatory form. The paragraph indicates that 
present application has not intended to use levorotatory modafinil in the application. Therefore, 
the recitation that the modafinil compound is the levorotatory form is new matter. 

Claim Rejections - 35 USC § 102 

3. The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 

4. Claims 1-4, 6, 32, 33, 36, 37, 39, 41-44, 47, 48, 51, 52, 54 and 58 are rejected under 35 
U.S.C. 102(b) as being anticipated by Grebow et al. (US 5,618,845). 

Grebow teaches a pharmaceutical composition comprising modafinil particles or 
modafinil pharmaceutically acceptable salt particles (abstract, column 2, column 3, lines 1-55 
and claims 1 and 2) and non-toxic pharmaceutically acceptable carrier (column 4, lines 4-10). 
Grebow' s composition contains an appropriate dosage of between 50 mg and 700 mg of 
modafinil with a preferred amount of 400 mg (column 4, lines 11-18 and column 10, lines 15- 
17). The modafinil pharmaceutical composition is administered as a tablet, capsule, powder, 
pill, liquid, suspension or emulsion; the modafinil composition can also be administered topically 
via epidermal patch or administered via direct injection (column 10, lines 18-26). Grebow 
fiirther teaches a method of altering somnolent state, for example, narcolepsy, idiopathic 
hypersomnia and related sleep disorders by administering to a mammal a pharmaceutical 
composition comprising an effective amount of modafinil particles; and an effective amoimt of 
the pharmaceutical composition is defined as an amoxmt effective for treating the somnolent state 
(column 3, lines 56-67). In human clinical trials, modafinil is administered to physically and 
mentally healthy male subjects (column 5, lines 46 to 56). 
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The composition of Grebow encompasses stable and unstable suspensions because the 
prior art does not exclude stable suspensions and thus the suspension of Grebow would be 
inherently stable. It is also noted that Grebow discloses suspensions containing modafinil and in 
the suspension modafinil is not crystalline and the particles of modafinil are suspended in the 
solvent. Grebow clearly teaches the composition and methods of the application recited in the 
claims designated above. Therefore, the teachings of Grebow meet the limitations of the claims. 

Response to Arguments 

Applicants argue that "particle forming composition" gives "life and meaning and 
vitality" to the claims and as such should be given patentable weight. However, applicants state 
that to expedite the prosecution of the application, applicants amended claim 1 to read, "said 
composition forms non-crystalline particles of the modafinil compound upon contact with an 
aqueous medium." Applicants fiirther state that Grebow discloses various particle sizes of 
crystalline modafinil and that Figures 2-5 of Grebow show pictures of boulder-type crystalline 
structure of modafinil. 

5. Applicants' arguments filed 1 1/17/03 have been fiiUy considered but they are not 
persuasive, Grebow discloses pharmaceutical composition comprising modafanil particles in 
defined size and the pharmaceutical composition of Grebow is administered as a suspension or 
emulsion and suspensions or emulsions have particles and these particles are not necessarily 
crystalline or non crystalline. Specifically, Grebow does not refer to the particles as crystals and 
the data/Figure referred to by the applicants are scanning electron micrograph data and not X- 
Ray crystallographic data. It is respectfully noted that the claims are not directed to non- 
crystalline modafinil or non-crystalline modafainil compounds. The claims are directed to 
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compositions in which modafainil particle is the active ingredient in and in such a composition 
modafainil is not crystaUine. However, claim 1 is a composition that comprises modafinil and 
the claim is so broad that another composition that contains modafinil would meet that 
limitation. A composition is characterized by having a carrier and water is an acceptable 
pharmaceutical carrier. It is examiner's position that when a prior art composition that contains 
modafinil is placed in contact with aqueous medium or contacts aqueous medium, that 
composition would also form non-crystalline particles as stated in claim 1. 
6. Claims 1-4, 6, 7, 1 1, 14, 15, 32, 33, 36, 37, 39, 47, 51 and 54 are rejected under 35 
U.S.C. 102(b) as being anticipated by Nguyen et al. (US 5,843,347). 

Nguyen teaches a pharmaceutical composition comprising particles or microparticles of 
active ingredient, physiologically acceptable hydrophilic excipient and water (abstract). The 
hydrophilic excipient comprises a polymer component and a water-soluble or water dispersible 
component that acts as a diluent (column 6, lines 1-5). The polymer component is selected fi-om 
the group consisting of gum Arabic, xanthan gum, gum tragacanth, alginates, pectinates, 
polyvinylpyrroHdone, polyethylene glycols, cellulose, carboxymethyl cellulose, cellulose ethers, 
carboxymethyl chitin, dextran, chitosan, gelatin, acrylic and methacrylic polymers and 
copolymers, colloidal silica and mixtures thereof (column 6, lines 1 1-23). The water-soluble or 
water dispersible component is selected from the group consisting of lactose, glycocoU, 
mannitol, glucose, sucrose, maltodextrin, cyclodextrins and derivatives thereof (column 6, lines 
44-49). The hydrophilic excipients can also comprise surfactants that are capable of oral 
administration and the surfactants can be polysorbates, sorbitan esters, fatty glyceride polyethers, 
lecithins, sodium lauryl sulfate, sodium dioctylsulfosuccinate and mixtures thereof (column 7, 
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lines 2-7). The process of preparing the modafinil particles involves homogenization of the 
active ingredient in solution, suspension, or emulsion and freeze drying or lyophilization 
(column 8, lines 15-24). The active ingredient is selected form the group consisting of 
paracetamol, probucol, piroxicam, phloroglucinol, tiadenol, flerobuterol, modafinil, 
dexfenfluramine, carbinoxamine maleate, loperamide, lorazepam and mixtures thereof (claim 
13). Oral administration is route of administration and route of administration of a composition 
is not critical in a composition claim. 

Nguyen does not exclude stable emulsion and since the prior art is silent on whether the 
emulsion is stable or vmstable, the emulsion of the prior art would necessarily be stable since 
Nguyen does not teach that the emulsion is unstable and since the emulsion is homogenized and 
lyophilized. Nguyen does not specifically refer to polyethylene glycol as an organic solvent; but 
since one of the organic solvents in the application is polyethylene glycol, Nguyen teaches 
polyethylene glycol organic solvent. The method steps in claims 36 and 37 broadly contacts 
modafinil particles with water and the composition of Nguyen contains water. Thus Nguyen 
clearly teaches the composition and the methods of the application in the claims designated 
above. Therefore, the teachings of Nguyen meet the limitations of the claims. 

Response to Arguments 

Applicants argue that Nguyen does not disclose that the modafinil particles form non- 
crystalline particles in contact with water/aqueous medium and that Nguyen's preparation is 
pasty. 

7. Applicants' arguments filed 1 1/1 7/03 have been fiiUy considered but they are not 
persuasive. Both the composition of the instant claims and the composition of the prior art 



Application/Control Niunber: 09/975,350 Page 7 

Art Unit: 1615 

contain modafinil, and modafinil is modafinil and the fate of one modafinil should be the fate of 
the other. What in the modafinil of the instant claims distinguishes it fi-om the modafinil of the 
prior art so that the modafinil composition of the instant claims form non-crystalline particles in 
contact with aqueous medium and the modafinil composition of the prior art would non form 
non-crystalline particles in contact with aqueous medium. The claims are not directed to 
modafinil compounds or modafinil but to compositions. 

Claim Rejections - 35 USC§103 

8. The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 

9. Claims 17, 18, 34, 35, 38, 45, 46, 49, 50 and 53 are rejected under 35 U.S.C. 103(a) as 
being unpatentable over Grebow et al. (US 5,618,845). 

The teachings of Grebow are as described above where it is noted that the appropriate 
dosage of modafinil is between 50 mg and 700 mg with a preferred amount of 400 mg (column 
4, lines 11-18 and column 10, lines 15-17). The dose or amount of modafinil in the composition 
of the application recited in claims 17, 18, 34 and 35 is encompassed in the amounts disclosed by 
Grebow. Grebow also teaches administering the prior art composition in clinical trials to 
mentally and physically healthy male subjects. Orally administering modafinil particles to 
human subjects (column 5, lines 46-56) would necessarily bring modafinil particles in contact 
with the aqueous environment in the human subject since human body is mostly water. 

Claim 3 of the applicaLtion does not recite any dose and claims 45 and 46 depend from 
claim 3. But the dose/amount of modafinil administered to a subject in need thereof in the prior 
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art is effective for treating the somnolent state, and thus modafinil would be present and capable 
of detection in the blood serum of said subject because, for a drug to be effective, it has to be 
present in the blood circulation. In the absence of a showing to the contrary, modafinil blood 
serum levels of 0.05 to 30 |ag/ml do not patentably distinguish the invention over the prior art. 

Thus, Grebow clearly teaches the composition and methods of the application except that 
the prior art is silent on the form of the capsule. Since the prior art is silent on the form of the 
capsule, hard or soft gelatin capsule, the prior art's broad teaching of a capsule encompasses both 
soft gelatin capsule or hard capsule. The expected result would be a modafinil particle 
composition encapsulated in soft gelatin capsule or hard capsule. Therefore, it would have been 
obvious to one of ordinary skill in the art at the time the invention was made to encapsulate the 
modafinil particle composition in hard capsule or soft gelatin capsule because the prior art 
broadly teaches capsules and capsules can either be soft or hard. One having ordinary skill in 
the art would have been motivated to encapsulate the composition of the prior art in soft gelatin 
capsules or hard capsules since the prior art does not exclude either form of the capsule. 
10. Claims 8-10, 13, 17-20, 34, 35, 38 and 40-46 are rejected under 35 U.S.C. 103(a) as 
being unpatentable over Nguyen et al. (US 5,843,347) in view of Lafon (US 5,180,745). 

Nguyen is discussed above. However, Nguyen fails to teach administering the 
composition to a subject in need thereof to treat any of the conditions recited in claim 44. 

But, Lafon teaches a method of treating Parkinson's disease where the method comprises 
administering to a patient in need thereof a therapeutically effective amount of modafinil (claim 
1). For modafinil to be effective in treating Parkinson's disease, the modafinil administered 
must be carried by the blood to the target areas, which implies that the level of modafinil in the 
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blood serum is effective for treating the Parkinson's disease. In the absence of a showing to the 
contrary, modafinil blood serum levels of 0.05 to 30 |ig/ml do not patentably distinguish the 
invention over the prior art. 

Parkinson's disease is one of the conditions recited in claim 44. Lafon teaches that the 
dose administered to humans varies form 50 mg to 1000 mg (column 1, lines 33 and 34). The 
dose of 200 mg and 100 mg recited in claims 34 and 35 lie within the disclosed range of 50-1000 
mg. 

It would have been obvious to one of ordinary skill in the art at the time the invention 
was made to orally administer the composition of Nguyen to treat Parkinson's disease because 
Lafon administers modafinil to treat the disease. One having ordinary skill in the art would have 
been motivated to treat Parkinson's disease by administering to a subject in need of treatment the 
composition of Nguyen where the modafinil dose is 50 mg to lOOOmg because Lafon teaches 
that the dose of modafinil administered to humans varies fi:'om 50 mg to 1000 mg. 

Response to Arguments 

Applicants argue that because neither Grebow nor Nguyen fails to teach formation of 
non-crystalline particles, the rejection under 35 USC cannot be sustained. 

11. Applicants' arguments filed 1 1/17/03 have been fiiUy considered but they are not 
persuasive because Grebow and Nguyen anticipate the designated claims as discloses 
compositions that contain modafinil. 

12. Claims 55-57 are rejected under 35 U.S.C. 103(a) as being unpatentable over Grebow et 
al. (US 5,618,845) in view of Lafon (US 4,927,855). 



Application/Control Number: 09/975,350 Page 10 

Art Unit: 1615 

Grebow is discussed under 35 USC 102. Grebow also suggests that modafmil is known 
to be used in the art for treating Alzheimer (column 10, lines 40-44). Grebow discloses in the 
background section at column 1, lines 61-64, that the levorotatory form of modafinil is used to 
treat other diseases including Alzheimer. Grebow does not however disclose a pharmaceutical 
composition that comprises the levorotatory form of modafinil. But since Grebow specifically 
discloses that modafmil can be used to treat Alzheimer and Lafon discloses that the levorotatory 
form of modafinil is usefiil in the treatment of Alzheimer (abstract), it would have been obvious 
to one of ordinary skill in the art at the time the invention was made to prepare the 
pharmaceutical composition of Grebow and use it to treat Alzheimer. One having ordinary skill 
in the art would have been motivated by Lafon to prepare the composition of Grebow with the 
levorotatory form of modafinil and use the preparation to treat Alzheimer with the expectation 
that as disclosed by Lafon, the levorotatory modafinil would be effective in the treatment of 
Alzheimer. 

Double Patenting 

13. The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 

14. Claims 1, 3-5, 14, 15, 32-35 and 44 are rejected under the judicially created doctrine of 
obviousness-type double patenting as being unpatentable over claims 1-3, 7, 8, 10-13, 26-29, 31 
and 32 of U.S. Patent No. 6,489,363. Although the conflicting claims are not identical, they are 
not patentably distinct fi-om each other because the instant claims are directed to pharmaceutical 
composition where the composition comprises modafinil compound that is modafinil. The 
issued claims are directed to pharmaceutical composition that comprises a modafmil compound 
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that is modafinil. The difference between the application and the co-pending application is that 
the application is directed to a particulate form of modafinil and the issued claims are silent on 
particulate form of the drug. However the generic teaching of modafinil in the co-pending 
application encompasses modafinil particles of the examined application. 

Examiner thanks applicants for reminding the examiner that the copending application is 
issued as US 6,489,363 and in light of the issuance of the copending application as a patent, the 
provisional obviousness-type double patenting rejection is dropped in favor of a double patenting 
rejection that is now made. Applicants' argument that the issued claims do not state that the 
modafinil form non-crystalline particles is not persuasive because the modafinil claimed broadly 
is modafinil and what happens to the modafinil of the examined claims will happen to the 
modafinil of the issued claims except where the claimed modafinil and the issued modafinil are 
different are different. If they are different, then they cannot both be modafinil. But is it is 
respectfully noted that the issued claims and the examined claims are compositions that contain 
modafinil. 

15. Claims 12, 16 and 21-31 are objected to as being dependent upon a rejected base claim, 
but would be allowable if rewritten in independent form including all of the limitations of the 
base claim and any intervening claims because the prior art does not disclose a modafinil 
containing composition that has a second surfactant that is a polyoxyethylene sorbitan fatty acid 
ester. 

Any inquiry concerning this communication or earlier communications fi-om the 
examiner should be directed to Blessing M. Fubara whose telephone number is (571) 272-0594. 
The examiner can normally be reached on 7 a.m. to 3:30 p.m. (Monday to Friday). 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Thurman K. Page can be reached on (571) 272-0602. The fax phone number for the 
organization where this application or proceeding is assigned is 703-872-9306. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 
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